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Sir: 



Applicant, Immunex Corporation, Seattle, Washington, hereby makes application under 35 
U.S.C. § 156(d)(1) and 37 C.F.R. § 1.740 for extension of the term of the reissue patent expected 
to be granted with respect to U.S. patent 5,712,155, filed November 29, 1994 as Ser. No. 346,555 
and issued on January 27, 1988. 

The patent pending reissue was originally granted a continuation of Ser. No. 523,635, filed 
May 10, 1990, now U.S. patent 5,395,760, which is a continuation-in-part of Ser. No. 421,417, filed 
October 13, 1989 now abandoned, which is a continuation-in-part of Ser. No. 405,370, filed 
September 11, 1989, now abandoned, which is a continuation-in-part of Ser. No. 403,241, filed 
September 5, 1989, now abandoned. 

The current expiration date applicable to such reissue patent is March 7, 2012, based on a 
terminal disclaimer filed in the issued '155 patent. The extension requested is until November 2, 
2012, fourteen years from the date of FDA regulatory approval, i.e. for a period of 240 days, or such 
greater or lesser period as the Commissioner may deem the applicant to be entitled. This is the 
12/24/1998 Jfc^#^Mfe%xtension provided in 35 U.S.C. § 156. The regulatory review period (reduced 
01 FC:111 by one-half of thellMJOjiftiod) is greater than 240 days, based on the filing of applicant's CMC 
section of its approved Biologic License Application (BLA). 



This application for extension is based on the regulatory approval of Enbrel™ Lyophilized 
Powder. The sole active ingredient in Enbrel™ Lyophilized Powder is etanercept, a dimeric fusion 
protein consisting of the extracellular ligand-binding portion of the human 75 kilodalton (pi 5) tumor 
necrosis factor receptor (TNFRII) linked to the Fc portion of human IgGl. The Fc component of 
etanercept contains the C H 2 domain, the C H 3 domain and hinge region, but not the C H 1 domain of 
IgGl. The fusion protein, etanercept, consists of 934 amino acids and exhibits an apparent 
molecular weight of approximately 150 kilodaltons. Etanercept is produced by recombinant DNA 
technology in a Chinese hamster ovary (CHO) mammalian cell expression system. 

A process for manufacturing the active ingredient in Enbrel Lyophilized Powder is claimed 
in the reissue application filed with respect to U.S. patent 5,712,155. The date of the BLA approval 
for this active ingredient is November 2, 1998. Applicant believes this is the first permitted 
commercial marketing or use of this active ingredient as a human drug product. This application is 
accordingly being made within the sixty day statutory period provided in 35 U.S.C. § 156(d). 

In accordance with the provisions of 37 C.F.R. § 1.740, applicant provides the following 
information: 

(1) A complete identification of the approved product as by appropriate chemical and generic 
name, physical structure or characteristics. 

Applicant submits herewith Exhibit A to this application consisting of the prescribing 
information as approved by the FDA. The prescribing information includes a description of the 
chemical structure for the active ingredient in Enbrel Lyophilized Powder. In brief, the Enbrel active 
ingredient is a TNFR-Fc fusion protein, as noted above. This means that the active ingredient 
contains two amino acid chains that form a "dimer." Each monomer of the dimer contains 467 
amino acids; the dimer itself consists of 934 amino acids. Of the 467 amino acids comprising each 
of the monomers, 235 amino acids are the soluble form of Tumor Necrosis Factor Type II (TNFRII), 
commonly known as the p75 (or p80) fragment of the entire receptor. The remaining 232 amino 
acids of each monomer are the Fc portion of one of the known allotypes of IgGl . The Fc portion 
retains the "hinge" region and the second and third constant regions of the complete IgGl . 

Fig 2 A of the ' 155 patent, as reproduced below, contains the first 235 amino acids of each 
of the monomers comprising Enbrel' s active ingredient (amino acid 1 is underlined [ Leu ] and amino 
acid 235, Asp, precedes the underlined amino acids numbered 236-248 below): 
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The remaining 232 amino acids of Enbrel's active ingredient are set forth below and 
constitute the Fc portion of the TNFR-Fc fusion. In the chart below, the line labeled "Enbrel" 
represents the amino acid sequence 1 of Enbrel beginning at amino acid 205. The line labeled "IgGl" 
is provided for comparison and represents the amino acid sequence of one of the known IgGl Fc 
sequences: 
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'For convenience, amino acid codes are used. The codes used are the standard alphabetic 
notation for these amino acids. The coding and structure is reproduced below: 
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(2) A complete identification of the Federal statute including the applicable provision of law 
under which the regulatory review occurred. 

The approval for Enbrel™ Lyophilized Powder was made by the Food and Drug 
Administration pursuant to the regulatory review provisions of section 351 of the Public Health 
Service Act. 

(3) An identification of the date on which the product received permission for commercial 
marketing or use under the provision of law under which the applicable regulatory review 
period occurred. 

The FDA approved for commercial marketing or use Enbrel™ Lyophilized Powder on 
November 2, 1998. 

(4) An identification of each active ingredient in the product and a statement that each such 
active ingredient has not been previously approved for commercial marketing or use under 
the Federal Food Drug and Cosmetic Act, the Public Health Service Act, or the 
Virus-Serum-Toxin Act, or a statement of when the active ingredient was approved for 
commercial marketing or use (either alone or in combination with other active ingredients) the 
use for which it was approved, and the provision of law under which it was approved. 

The active ingredient in Enbrel™ Lyophilized Powder has not been previously approved for 
commercial marketing or use under the Federal Food Drug and Cosmetic Act, the Public Health 
Service Act, or the Virus-Serum-Toxin Act. 

(5) A statement that the application is being submitted within the sixty-day period permitted 
for submission pursuant to § 1.720(f) and an identification of the date of the last day on which 
the application could be submitted. 

This application is being submitted on or before January 4, 1 999, the last day of the sixty-day 
period following the November 2, 1998, NDA approval date that is not a Saturday, Sunday or 
holiday, as provided in Title 35, U.S.C. 

(6) A complete identification of the patent for which an extension is being sought by the name 
of the inventor, the patent number, the date of issue, and the date of expiration. 

This application for extension relates to the reissue patent expected to be granted with respect 
to U.S. patent 5,712,155, issued on January 27, 1998, on an application filed November 29, 1994, 
as a continuation of U.S. Ser. No. 523,635, filed May 10, 1990, now U.S. patent 5,395,760, which 
is a continuation-in-part of U.S. Ser. No. 421,417, filed October 13, 1989, now abandoned which 
is a continuation-in-part of U.S. Ser. No. 405,370, filed September 11, 1989 now abandoned, which 
is a continuation-in-part of U.S. Ser. No. 403,241, filed September 5, 1989, now abandoned. The 
term of this patent subsequent to March 7, 2012 has been disclaimed. 
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(7) A copy of the patent for which an extension is being sought, including the entire 
specification (including claims) and drawings. 

A copy of the application for the reissue patent for which an extension is being sought, 
including the entire specification (including claims) appears in Exhibit B, together with U.S. patent 
5,172,155. 

(8) A copy of any disclaimer, certificate of correction, receipt of maintenance fee payment, or 
reexamination certificate issued in the patent. 

The reissue patent for which extension is being sought has been the subject of disclaimer of 
the term subsequent to March 7, 2012. A copy of the disclaimer is provided as Exhibit C. The U.S. 
patent on which the reissue is based has not been the subject of a certificate of correction. A copy 
of the reissue application and the amendments made via reissue is attached as Exhibit B. The U.S. 
patent on which the reissue is base has not been subject to a reexamination. No maintenance fees 
have become due or payable as of the date of this application for extension. 

(9) A statement that the patent claims the approved product or a method of using or 
manufacturing the approved product, and a showing which lists each applicable patent claim 
and demonstrates the manner in which each applicable patent claim reads on the approved 
product or a method of using or manufacturing the approved product 

The approved product is the active ingredient in Enbrel™ Lyophilized Powder. Pending 
reissue claims 28-31, 42-45, 56-59, 70-73 and 84-87 relate to a process of manufacturing the active 
ingredient in Enbrel™ Lyophilized Powder. 

The relationship between the reissue claims and the manufacture of the active ingredient in 
Enbrel™ Lyophilized Powder is set forth below 

Pending Reissue Claim 

18. An isolated DNA molecule encoding a 
protein comprising a sequence of amino 
acids selected from the group consisting of 
amino acids 1-163 of FIG. 2 A and amino 
acids 1-233 of FIG. 3 A, wherein said protein 
is capable of binding TNF. 

19. The isolated DNA molecule according to 
Claim 18, wherein said protein comprises 
amino acids 1-163 of FIG. 2 A. 



Relationship to the Manufacture of the 
Approved Product 

Fig. 2A provides a sequence of amino acids 
identified as +1 through +235 that is identical 
to an amino acid sequence contained in the 
active ingredient in Enbrel™ Lyophilized 
Powder; thus, the process of making Enbrel™ 
Lyophilized Powder includes using an isolated 
DNA encoding amino acids 1-163 of Fig. 2 A. 

Enbrel™ Lyophilized Powder has an active 
ingredient that comprises the amino acids 1- 
163 of Fig. 2 A. 
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20. The isolated DNA molecule according to 
Claim 18, wherein said protein comprises 
amino acids 1-185 of FIG 2A. 

21. The isolated DNA molecule according to 
Claim 18, wherein said protein comprises 
amino acids 1-235 of FIG. 2A. 

22. An isolated DNA molecule encoding a 
protein selected from the group consisting of: 

(a) a polypeptide having a 
sequence of amino acids comprising amino 
acids 1-163 of FIG. 2A\ 

(b) a polypeptide having a 
sequence of amino acids comprising amino 
acids 1-233 of FIG. 3A; and 

(c) a polypeptide identical to the 
polypeptides of (a) or (b) except for one or 
more modification(s) to the sequence of amino 
acids selected from the group consisting of: (i) 
inactivated N-linked glycosylation sites; (ii) 
altered KEX2 protease cleavage sites; and (iii) 
substitution or deletion of cysteine residues, 
wherein said protein is capable of binding 
TNF. 



Enbrel™ Lyophilized Powder has an active 
ingredient that further comprises amino acids 
1-185 of Fig. 2A. 

Enbrel™ Lyophilized Powder has an active 
ingredient that further comprises amino acids 
1-235 of Fig. 2A. 

Same analysis as claim 18. 



23. A recombinant expression vector 
comprising the DNA molecule according to 
Claim 18, 19, 20, 21 or 22. 



Same analysis as each of claims 18-22, 
applied to a "vector" used to transform a host 
cell. 



24. A host cell transformed or transfected with 
the recombinant expression vector according 
to Claim 23. 



Same analysis as claim 23, applied to the 
"host cell" itself. 



25. The host cell of Claim 24, wherein said 
host cell is selected from the group consisting 
of a microbial cell and a mammalian cell. 



Enbrel™ Lyophilized Powder contains a 
active ingredient that can be made in a 
mammalian host cell. 



26. The host cell of Claim 25, wherein said 
mammalian cell is selected from the group 
consisting of L cells, C127 cells, 3T3 cells, 
CHO cells, BHK cells and COS-7 cells. 



Enbrel™ Lyophilized Powder contains an 
active ingredient that can be made in one or 
more of the mammalian cells, i.e., a Chinese 
Hamster Ovary or CHO cell. 
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27. The host cell of Claim 26, wherein said 
mammalian cell is CHO cells. 



Enbrel™ Lyophilized Powder contains an 
active ingredient that can be made in a CHO 
cell. 



28. A process for producing a protein capable 
of binding TNF. said process comprising 
culturing a host cell of Claim 24 under 
conditions suitable to effect expression of said 
protein. 



Enbrel™ Lyophilized Powder contains an 
active ingredient that involves culturing a host 
cell that has been transformed or transfected 
with a recombinant expression vector that 
utilizes an isolated DNA molecule that 
encodes an amino acid sequence that includes 
amino acids 1-163, 1-185 and 1-235 of Fig. 
2A. 



29. The process of Claim 28. wherein said Same analysis as claim 25. 

host cell is selected from the group consisting 
of a microbial cell and a mammalian cell. 



30. The process of Claim 29. wherein said Same analysis as claim 26. 
mammalian cell is selected from the group 

consisting of L cells. CI 27 cells, 3T3 cells, 
CHO cells. BHK cells and COS-7 cells. 

31. The process of Claim 30. wherein said Same analysis as claim 27. 
mammalian cell is CHO cells. 
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32. An isolated DNA molecule encoding a 
soluble TNF receptor protein comprising a 
sequence of amino acids selected from the 
group consisting of from about amino acid 1 
to about amino acid 163 of FIG. 2 A and from 
about amino acid 1 to about amino acid 233 of 
FIG. 3A, wherein said soluble TNF receptor 
protein is capable of binding TNF protein. 

33. The isolated DNA molecule according to 
Claim 32, wherein said soluble TNF receptor 
protein comprises from about amino acid 1 to 
about amino acid 163 of FIG. 2A. 

34. The isolated DNA molecule according to 
Claim 32, wherein said soluble TNF receptor 
protein comprises from about amino acid 1 to 
about amino acid 185 of FIG. 2A. 

35. The isolated DNA molecule according to 
Claim 32, wherein said TNF soluble receptor 
protein comprises from about amino acid 1 to 
about amino acid 235 of FIG. 2A. 

36. An isolated DNA molecule encoding a 
soluble TNF receptor protein selected from 
the group consisting of: 

(a) a TNF receptor polypeptide 
having a sequence of amino acids comprising 
from about amino acid 1 to about amino acid 
163 of FIG 2 A \ 

(b) a TNF receptor polypeptide 
having a sequence of amino acids comprising 
from about amino acid 1 to about amino acid 
233 of FIG. 3A; and 

(c) a TNF receptor polypeptide 
identical to the TNF receptor polypeptides of 
(a) or (b) except for one or more 
modification(s) to the sequence of amino acids 
selected from the group consisting of: (i) 
inactivated N-linked glycosylation sites; (ii) 
altered KEX2 protease cleavage sites; and (iii) 
substitution or deletion of cysteine residues, 
wherein said soluble TNF receptor protein is 
capable of binding TNF. 



For claims 32-45, see the analysis above for 
claims 18-31, respectively. In each case, the 
active ingredient in Enbrel™ Lyophilized 
Powder has about 163, 185, or 235 amino 
acids as set forth in Fig. 2A. 
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37. A recombinant expression vector 
comprising the DNA molecule according to 
Claim 32, 33, 34, 35 or 36. 

38. A host cell transformed or transfected with 
the recombinant expression vector according 
to Claim 37. 

39. The host cell of Claim 38, wherein said 
host cell is selected from the group consisting 
of a microbial cell and a mammalian cell. 

40. The host cell of Claim 39, wherein said 
mammalian cell is selected from the group 
consisting of L cells, CI 27 cells, 3T3 cells, 
CHO cells, BHK cells and COS-7 cells. 

41. The host cell of Claim 40, wherein said 
mammalian cell is CHO cells. 

42. A process for producing a protein capable 
of binding TNF. said process comprising 
culturine a host cell of Claim 38 under 
conditions suitable to effect expression of said 
protein. 

43. The process of Claim 42. wherein said 
host cell is selected from the group consisting 
of a microbial cell and a mammalian cell. 

44. The process of Claim 43. wherein said 
mammalian cell is selected from the group 
consisting of L cells. C127 cells. 3T3 cells. 
CHO cells. BHK cells and COS-7 cells. 

45. The process of Claim 44. wherein said 
mammalian cell is CHO cells. 



46. An isolated DNA molecule encoding a 
soluble TNF receptor protein comprising a 
sequence of amino acids selected from the 
group consisting of from amino acid 1 to 
amino acid 163 of FIG 2 A and from amino 
acid 1 to amino acid 233 of FIG. 3A, wherein 
said soluble TNF receptor protein is capable 
of binding TNF protein. 

47. The isolated DNA molecule according to 
Claim 46, wherein said soluble TNF receptor 
protein comprises from amino acid 1 to 
amino acid 163 of FIG 2 A. 



For claims 46-59, see the analysis above for 
claims 18-31, respectively. In each case, the 
active ingredient in Enbrel™ Lyophilized 
Powder has the 163, 185, or 235 amino acids 
as set forth in Fig. 2A and is a soluble TNF 
receptor protein. 
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48. The isolated DNA molecule according to 
Claim 46, wherein said soluble TNF receptor 
protein comprises from amino acid 1 to 
amino acid 185 of FIG. 2A. 

49. The isolated DNA molecule according to 
Claim 46, wherein said soluble TNF receptor 
protein comprises from amino acid 1 to 
amino acid 235 of FIG. 2 A. 

50. An isolated DNA molecule encoding a 
soluble TNF receptor protein selected from 
the group consisting of: 

(a) a TNF receptor polypeptide 
having a sequence of amino acids comprising 
from amino acid 1 to amino acid 163 of FIG. 
2A; 

(b) a TNF receptor polypeptide 
having a sequence of amino acids comprising 
from amino acid 1 to amino acid 233 of FIG. 
3A; and 

(c) a TNF receptor polypeptide 
identical to the TNF receptor polypeptides of 
(a) or (b) except for one or more 
modification(s) to the sequence of amino acids 
selected from the group consisting of: (i) 
inactivated N-linked glycosylation sites; (ii) 
altered KEX2 protease cleavage sites; and (iii) 
substitution or deletion of cysteine residues, 
wherein said soluble TNF receptor protein is 
capable of binding TNF. The isolated DNA 
molecule according to Claim 32, wherein said 
soluble TNF receptor protein comprises from 
about amino acid 1 to about amino acid 163 
of FIG. 2A. 

51. A recombinant expression vector 
comprising the DNA molecule according to 
Claim 46, 47, 48, 49 or 50. 

52. A host cell transformed or transfected 
with the recombinant expression vector 
according to Claim 5 1 . 

53. The host cell of Claim 52, wherein said 
host cell is selected from the group consisting 
of a microbial cell and a mammalian cell. 
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54. The host cell of Claim 53, wherein said 
mammalian cell is selected from the group 
consisting of L cells, C127 cells, 3T3 cells, 
CHO cells, BHK cells and COS-7 cells. 

55. The host cell of Claim 54, wherein said 
mammalian cell is CHO cells. 

56. A process for producing a protein capable 
of binding TNF. said process comprising 
culturing a host cell of Claim 52 under 
conditions suitable to effect expression of said 
protein. 

57. The process of Claim 56, wherein said 
host cell is selected from the group consisting 
of a microbial cell and a mammalian cell. 

58. The process of Claim 57. wherein said 
mammalian cell is selected from the group 
consisting of L cells. C127 cells, 3T3 cells. 
CHO cells. BHK cells and COS-7 cells. 

59. The process of Claim 58. wherein said 
mammalian cell is CHO cells. 



60. An isolated DNA molecule encoding a 
protein comprising a sequence of amino acids 
selected from the group consisting of amino 
acids 1-163 of FIG. 2 A and amino acids 
1-233 of FIG. 3A, wherein said protein lacks 
amino acids 236-265 of FIG. 2A and amino 
acids 234-265 of FIG. 3 A, respectively, and 
wherein said protein is capable of binding 
TNF. 

61. The isolated DNA molecule according to 
Claim 60, wherein said protein comprises 
amino acids 1-163 of FIG. 2A. 

62. The isolated DNA molecule according to 
Claim 60, wherein said protein comprises 
amino acids 1-185 of FIG. 2 A, 

63. The isolated DNA molecule according to 
Claim 60, wherein said protein comprises 
amino acids 1-235 of FIG. 2 A, 

64. An isolated DNA molecule encoding a 
protein selected from the group consisting of: 

(a) a TNF receptor polypeptide 
having a sequence of amino acids comprising 
amino acids 1-163 of FIG. 2 A, wherein said 
polypeptide lacks amino acids 236-265 of 
FIG. 2A\ 

(b) a TNF receptor polypeptide 
having a sequence of amino acids comprising 
amino acids 1-233 of FIG. 3 A, wherein said 
polypeptide lacks amino acids 234-265 of 
FIG. 3A; and 

(c) a TNF receptor polypeptide 
identical to the TNF receptor polypeptides of 
(a) or (b) except for one or more 
modification(s) to the sequence of amino acids 
selected from the group consisting of: (i) 
inactivated N-linked glycosylation sites; (ii) 
altered KEX2 protease cleavage sites; and (iii) 
substitution or deletion of cysteine residues, 
wherein said protein is capable of binding 
TNF. 

65. A recombinant expression vector 
comprising the DNA molecule according to 
Claim 60,61,62, 63 or 64. 



For claims 60-73, see the analysis above for 
claims 18-31, respectively. In each case, the 
active ingredient in Enbrel™ Lyophilized 
Powder has the 163, 185, or 235 amino acids 
as set forth in Fig. 2A and lacks amino acids 
236-265. 
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66. A host cell transformed or transfected with 
the recombinant expression vector according 
to Claim 65. 

67. The host cell of Claim 66, wherein said 
host cell is selected from the group consisting 
of a microbial cell and a mammalian cell. 

68. The host cell of Claim 67, wherein said 
mammalian cell is selected from the group 
consisting of L cells, CI 27 cells, 3T3 cells, 
CHO cells, BHK cells and COS-7 cells. 

69. The host cell of Claim 68, wherein said 
mammalian cell is CHO cells. 

70. A process for producing a protein capable 
of binding TNR said process comprising 
culturing a host cell of Claim 67 under 
conditions suitable to effect expression of said 
protein. 

71. The process of Claim 70, wherein said 
host cell is selected from the group consisting 
of a microbial cell and a mammalian cell. 

72. The process of Claim 71. wherein said 
mammalian cell is selected from the group 
consisting of L cells. C127 cells. 3T3 cells. 
CHO cells. BHK cells and COS-7 cells. 

73. The process of Claim 72. wherein said 
mammalian cell is CHO cells. 



14 



74. An isolated DNA molecule encoding a 
protein comprising a sequence of amino acids 
selected from the group consisting of amino 
acids 1-163 of FIG. 2 A and amino acids 
1-233 of FIG. 3 A, wherein said protein lacks 
a functional transmembrane region , and 
wherein said protein is capable of binding 
TNF. 

75. The isolated DNA molecule according to 
Claim 74, wherein said protein comprises 
amino acids 1-163 of FIG. 2A. 

76. The isolated DNA molecule according to 
Claim 74, wherein said protein comprises 
amino acids 1-185 of FIG. 2A. 

11. The isolated DNA molecule according to 
Claim 74, wherein said protein comprises 
amino acids 1-235 of FIG. 2 A. 

78. An isolated DNA molecule encoding a 
protein selected from the group consisting of: 

(a) a TNF receptor polypeptide 
having a sequence of amino acids comprising 
amino acids 1-163 of FIG. 2A\ 

(b) a TNF receptor polypeptide 
having a sequence of amino acids comprising 
amino acids 1-233 of FIG. 3 A; and 

(c) a TNF receptor polypeptide 
identical to the TNF receptor polypeptides of 
(a) or (b) except for one or more 
modification(s) to the sequence of amino acids 
selected from the group consisting of: (i) 
inactivated N-linked glycosylation sites; (ii) 
altered KEX2 protease cleavage sites; and (iii) 
substitution or deletion of cysteine residues, 
wherein said protein lacks a functional 
transmembrane region; and wherein said 
protein is capable of binding TNF. 

79. A recombinant expression vector 
comprising the DNA molecule according to 
Claim 74, 75, 76, 77 or 78. 

80. A host cell transformed or transfected with 
the recombinant expression vector according 
to Claim 79. 



For claims 74-87, see the analysis above for 
claims 18-31, respectively. In each case, the 
active ingredient in Enbrel™ Lyophilized 
Powder has the 163, 185, or 235 amino acids 
as set forth in Fig. 2A and lacks a functional 
transmembrane region. 



15 



81. The host cell of Claim 80, wherein said 
host cell is selected from the group consisting 
of a microbial cell and a mammalian cell. 

82. The host cell of Claim 81, wherein said 
mammalian cell is selected from the group 
consisting of L cells, CI 27 cells, 3T3 cells, 
CHO cells, BHK cells and COS-7 cells. 

83. The host cell of Claim 82, wherein said 
mammalian cell is CHO cells. 

84. A process for producing a protein capable 
of binding TNR said process comprising 
culturing a host cell of Claim 80 under 
conditions suitable to effect expression of said 
protein. 

85. The process of Claim 84, wherein said 
host cell is selected from the group consisting 
of a microbial cell and a mammalian cell. 

86. The process of Claim 85, wherein said 
mammalian cell is selected from the group 
consisting of L cells, CI 27 cells, 3T3 cells, 
CHO cells. BHK cells and COS-7 cells. 

87. The process of Claim 86, wherein said 
mammalian cell is CHO cells. 



10. A statement beginning on a new page, of the relevant dates and information pursuant to 
35 U.S.C. 156(g) in order to enable the Secretary of Health and Human Services or the 
Secretary of Agriculture, as appropriate, to determine the applicable regulatory review period, 
particularly, for a patent claiming a human drug, antibiotic, or human biological product, the 
effective date of the investigational new drug (IND) application and the IND number; the date 
on which a new drug application (NDA) or a Product License Application (PLA) was initially 
submitted and the NDA or PLA number and the date on which the NDA was approved or the 
Product License issued. 

For the Biological License Application (BLA) Approval of Enbrel™ Lyophilized Powder 
the following are the applicable dates: 

Effective date for IND June 26, 1992 

Initial Submission of BLA March 9, 1998 for Chemistry, Manufacturing and 

Controls (CMC) portion of the BLA, and June 22, 1998 
for acceptance of the completed BLA. 

FDA Approval for BLA November 2, 1 998 
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(11) A brief description beginning on a new page of the significant activities undertaken by 
the marketing applicant during the applicable regulatory review period with respect to the 
approved product and the significant dates applicable to such activities. 

The regulatory review period began on January 27, 1 998, with the issuance of the '155 patent. 
During the period beginning on January 27, 1998 and continuing through November 2, 1998, efforts 
were underway to complete the Biological License Application (BLA), which was filed in stages 
beginning on March 9, 1998: 



4/30/92 Pre-IND Meeting- Use of Enbrel for sepsis syndrome 

5/28/92 Submission of BB-IND 4571 (Sepsis)- (includes Protocol 9125) 

6/26/92 Effective date for BB-IND 45 71 

8/26/92 Submission of Protocol 9203 (BB-IND 4571) 

3/8/93 BB-IND 457 1- Amendment for transfer of manufacture of Enbrel 

4/27/93 BB-IND 5088 (Arthritis)- (includes Protocols 16.0002, 16.0003) 

4/28/93 BB-IND 5089 (HIV-1 Infection)- (includes Protocol 16.1 1001) 

5/26/93 Effective date for BB-IND 5088 

10/1 1/93 Effective date for BB-IND 5289 (Crohn's Disease)- (includes Protocol 16.0005) 

1 1/12/93 Effective date for BB-IND 5298 

6/3/94 Submission of Protocol 16.0004 (BB-IND 5088) 

4/5/95 BB-IND 4571- Amendment for scale-up- 300L scale- 1600L scale 

6/2/95 Submission of Protocol 16.0006 (BB-IND 5289) 

2/20/96 Submission of Protocol 16.0008 (BB-IND 5088) 

4/26/96 Submission of Protocol 16.0010 BB-IND 5088) 

5/7/96 End of Phase II Meeting- review of proposed clinical studies for rheumatoid arthritis 

7/1/96 Submission of Protocol 16.0009 (BB-IND 5088) 

2/6/97 Submission of Protocol 16.0012 (BB-IND 5088) 

3/1 1/97 End of Phase II Meeting - to discuss Immnnex's proposed study of 
Enbrel in pediatric patients with juvenile rheumatoid arthritis (JRA) 

4/17/97 Submission of Protocol 16.0014 (BB-IND 5088) 

4/21/97 Submission of Protocol 16.0018 (BB-IND 5088) 

6/13/97 Submission of Protocol 16.0016 (BB-IND 5088) 

6/13/97 Submission of Protocol 16.0017 (BB-IND 5088) 

6/13/97 Submission of Protocol 16.0019 (BB-IND 5088) 

6/17/97 PM-BLA Meeting to discuss Chemistry, Manufacturing and Controls (CMC) issues 

1 0/20/97 BB-IND 45 17- Amendment for Manufacture of Enbrel 

12/2/97 Pre-BLA Meeting- Presented the results from Immunex's Phase III clinical studies 

1/22/98 Request for Fast track Designation for Enbrel in Rheumatoid Arthritis 

3/9/98 Submission of CMC Section of BLA 

4/ 1 3/98 Submission of Pharmacokinetic/Toxicology Section of ELA 

5/7/98 Submission of Clinical Section of BLA 

6/15/98 Request for Orphan Drug Status (JRA)- Approved for Orphan Drug 

6/22/98 BLA accepted for filing 

9/2/98 Submission of IND 7905 for use of Enbrel for Chronic Heart Failure (CHF) 

9/1 6/98 Arthritis Advisory Committee (ACC) Meeting 

11/2/98 BLA approved for the use of Enbrel for treatment of rheumatoid arthritis 
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(12) A statement beginning on a new page that in the opinion of the applicant the patent is 
eligible for the extension and a statement as to the length of extension claimed, including how 
the length of extension was determined. 



Applicant believes that it is entitled to an extension for U.S. patent 5,712,155 in accordance 
with the provisions of 35 U.S.C. § 1 56. Applicant believes that the period of extension applicable 
to the patent is 240 days, based on the following chronology. For completeness, applicant has 
included an alternative calculation based on the acceptance of the BLA by the FDA. 

Patent Extension Calculation Calculations 

(BLA Acceptance) 

Date IND Becomes Effective June 26, 1 992 

Date BLA Submitted to the FDA May 7, 1 998 

Date BLA Approved by the FDA November 2, 1 998 



Patent Issue Date January 27, 1 998 

U.S. Non-provisional Effective Patent Filing Date September 5, 1 989 

U.S. Non-provisional Actual Patent Filing Date November 29, 1994 
Patent Terminal Disclaimer Date (As Applicable) March 7, 2012 



1 7 Years from Issue Date January 27, 20 1 5 

20 Years from Filing Date September 5, 2009 

Greater of 1 7 Years from Issue or 20 Years from Filing January 27, 20 1 5 

Pre-GATT Term, If Applicable and Longer January 27, 20 1 5 

Actual Patent Term (Including Applicable Disclaimer) March 7, 201 2 



Start Date of Regulatory Review Period January 27, 1998 
IND Review Period (days) 1 0 1 

Vi IND Review Period (days) 5 1 

BLA Review Period (days) 1 80 

Regulatory Review Period (days) 28 1 

BLA Period + !4 IND Period (days) 23 1 



Expiration Date of 5 Year Limitation Period 
Five Year Limitation Period in Days 
Maximum Extension Period Before 14 Year Limit 
Expiration Date Before Applying 14 Year Limit 
Expiration of 14 Years from BLA Approval 
Expiration Date Applying 14 Year Limit 
Statutory Extension Period in Days 



March 7,2017 
1,826 
231 

October 23,2012 
November 2, 2012 
October 23,2012 
231 
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(13) A statement that applicant acknowledges a duty to disclose to the Commissioner of 
Patents and Trademarks and the Secretary of Health and Human Services or the Secretary 
of Agriculture any information which is material to the determination of entitlement to the 
extension sought (see 37 C.F.R. § 1.765). 

Applicant acknowledges a duty to disclose to the Commissioner of Patents and Trademarks 
and the Secretary of Health and Human Services or the Secretary of Agriculture any information 
which is material to the determination of entitlement to the extension sought. 

(14) The prescribed fee for receiving and acting upon the application for extension (see 37 
C.F.R. § 1.200)). 

Applicant hereby encloses a check in the amount of the prescribed fee under 37 C.F.R. 
§ 1.200, $1,120.00. If for any reason this payment is insufficient, applicant hereby authorizes that 
any deficiency may be charged to Deposit Account 22-0365. 

(15) The name, address, and telephone number of the person to whom inquiries and 
correspondence relating to the application for patent term extension are to be directed. 

Please direct all correspondence in connection with this application to: 

Robert A. Armitage ^ 
Registration No: 27,417 
Vinson & Elkins, L.L.P. 
Suite 700 

1455 Pennsylvania Avenue, N.W. 
Washington, D.C. 20004-1008 
Telephone: (202)639-6692 
Facsimile: (202)639-6604. 

(16) A duplicate of the application papers, certified as such. 

Applicant hereby certifies that this application for extension is being filed in duplicate. 

(17) An oath or declaration. 

Applicant, through its undersigned patent attorney authorized to practice before the Patent 
and Trademark Office and who has general authority from the owner to act on behalf of the owner 
in patent matters, being duly warned that willful false statements are punishable by fine or 
imprisonment or both under section 1001 of Title 18, United States Code and that willful false 
statements and the like may jeopardize the validity of this application and the patent to which it 
relates, states and declares that the following statements made based on his own knowledge are true 
and that all statements made on information and belief are believed to be true: 
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(1) The undersigned is registered to practice before the Patent and Trademark Office and is 
making this declaration as a patent attorney who has general authority to act on behalf of the 
applicant in patent matters. 

(2) The undersigned has reviewed and understands the contents of the application being 
submitted pursuant to this section; 

(3) The undersigned believes the patent is subject to extension pursuant to 37 C.F.R. §1.710; 

(4) The undersigned believes an extension of the length claimed is justified under 35 U.S.C. 
156 and the applicable regulations; and 

(5) The undersigned believes the patent for which the extension is being sought meets the 
conditions for extension of the term of a patent as set forth in 37 C.F.R. § 1.720. 

If this application for extension of patent term is held to be informal, applicant may seek to 
have that holding reviewed by filing a petition with the required fee, as necessary, pursuant to 37 
C.F.R. §§ 1.181, 1.182 or 1.183, as appropriate, within such time as may be set in any notice that the 
application has been held to be informal, or if no time is set, within one month of the date on which 
the application was held informal. 

Applicant is providing herewith in Exhibit D a power of attorney and general authority for 
the undersigned to execute this application and make the declaration as provided in item (17) above. 



Respectfully submitted, 
Immunex Corporation 

By: 

Robert A. Armitage, Registration Number 27,417 
Vinson & Elkins, L.L.P. 
Suite 700 

1455 Pennsylvania Avenue, N.W. 
Washington, D.C. 20004-1008 
Telephone: (202)639-6692 
Facsimile: (202)879-8892 
Email: RArmitage@velaw.com. 




Attachments: 
Check for $1,120.00 

Exhibit A — Enbrel™ Lyophilized Powder prescribing information as approved by the FDA. 
Exhibit B — Copy of U.S. patent 5,712,155 and the pending reissue application for patent based 
thereon. 

Exhibit C — Copy of terminal disclaimer related to U.S. patent 5,712,155. 
Exhibit D — Power of Attorney and General Authority from Assignee. 



21 



